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(57) [®*J] 

* feT2 \Z «k o T#^S tl-5 Iftfi £ & * 



(2) ^2 0 0 3-5084 1 5 

b. ^^tc|^La^#WJX«M^ii. 

U— , 7*;l/—^U-, Xbn^'J-, *V-tr>^U— , 

[§f^4] i^^x^ ^>^o^s/ft- tfi (cox-0 mm^vt&K) 

Zstu**is?-f-*i2 (COX-2) If^lia«cO^-9- 

[Ii^3H5] l^ai^x^, ^^n^^yt- tf2 (COX-2) mWr£'\i£K) 
i/?u*3Fisf-f-¥i (cox-i) PH;^1to73#^v\ rnmn^Mmma^- 

im^m 6] COX-2Pfl«rStt^COX-liaS^'ttOj:b5b^l : l~*t)25: 

[it^7] mtfif&mmwmm\ ^t^^^, 



(3) W B. 2003-508415 

nE.m.(D-m^yv ^> ho 

ihmm i 3 ] n bt$5v>Tcox-2^pms s -r§7u?4-e$.oT, cox-ndph',*? 

X^-hfxU- ^;l/hfx'J- 7-fzn7fi'J- 7^ A. tf/l/^y 

— s ^-y^^u- x^y, ^3 — ^y — „ ^y— , xbn^u- 
^•7>^u— . ^-r-tfy^y— . ^x^y— , x;i/^— ^y — „ Rtf 

[1^16] ^*BI!S#fc MWflS"Z?&3, ll5f<Jll5fH*g£D7a?io 
b. ^Wfcimb^^#»JX«M^J. 



(4) ffg 2003-5084 1 5 

lf^l9l2«OT3}4o 

— py, -r^y^-^zy, v4/l£>^ ^7xn— ;K ax^'J 

d . m±M^^mw^m i , ooo~$j io , ooo<dsbb ^ k $> & mmmm* mm z 

e . mimmn^m^^m, rz? 



(5) #a 2003-508415 

[00 0 1] 

*mm.iz. i999^8^27HW^ mm^vy^tfy^ vmitm%fe-?2>J5& 

2 t»rs*S'lRttJll®60/i5i.280^J<:j^aflBfefli*^3i'^So #fcHE«. 19 
[0 0 0 2] 

hm^ftift^rMc-mmztir^Zo LfrL&tf£. i^ss-eic, ^fo^ 

ijftt, jS^ifcEMU TXtf'Jy. ^^P7iV (Motrin(MiS^). Advi 

»iotfil2nS (MoncadaP>, Handbook of Exp. Pharm. Vol 50-1, Spr 
inger Verlag, pp 588-616, 1978; Samuelsson, Science, 220: 568-575, 1983; 
Davies£, Ann. Rev. Immunol. 2:335-357, 1984) 0 ^nX^7^'^ 

ti^o co»*o2o©>i'v^ j tn€n->^n**i/y^---if-i (cox-i) t 



( 6 ) 2003-508415 
1?-2 (COX-2) £LT£n£*lTV^ (Smith, Am. J. Physiol 
., 268IF181-F191 , 1992) o 
[0 0 0 3] 

3fcj£ff&l/\> NSAlMi, tb77*K>i/^D^^^^V»i3 

tfi=>, Celebrex(eSlS«)0<fc^*iKii«^ COX- 1 £ COX-2 ^KS«J U «*PONSAI 

S? * L < ^ft^^C0X-2^^PM«-r?>^^^a^^^ b ^ S 

SL^i^^ft^nt^So *f8nmi. ^moDmm. mtrns®.* rxs/x 
i^So Kisttii^tt. 7^^v^hm #£7yb^r-^A> 

[0 0 0 4] 



( 7 ) #8 2003-508415 

7,1,-^1;-, x^D^U- ^9>^U-, ^VHfV^U-. yi/-' 

-t?2 (COX-2) Ifl*«tttt. *,*u**i/V-l—*\ (COX-1) RMRgtt**)**^ 
, »3B^*»»»i:*^TW:. C0X-2|fl*ffittfcC0X-lia*?SttOJttt, tti:i~fi2 

[0 0 0 5] 

;l/f-y->h\ ^x^y-3-;V^-y^F> */T-i?>. i/T-V>- 

f^7^^, ^yxv^, * 

^U-x^X. t£;l^D-x*X. Mfx-J-x^X, »|b<^;Hfx 

wo^u^>b«. ±E77#/^k« cr>h5/r-» *^u^vhK 



(8) ^2003-508415 

[0 0 0 6] 

^^>b, 2 , utf?x^i£>, ^rs^ ^>bf>i> ^x^>\ nux ^ 
x. fx'J- ji^x. 3Lji#— -<v— y;v— *yx^x. x«^cD?g^cJ; D)M 

nfcx;i/-^x^x^^T^^^S'i4^-r^.^-9-7°u p< > h^ia^n 
7^-7x+XXtt± -Mis 2 nfcftiio x ;b— ^ ^ x ^-^-/u t-i^o 

[0 0 0 7] 

tttf^M X ^ H. £ n § jni^^tt £<9^^¥^V-x-*7^ fx'J- 
x+X, ^ <U-x;l/-^yni^X, RZ?^<DM&V!}(Dffi& DMtifcX^ 

te. Mfc. M^^^3-^^u-x;b-^yj:^xx«Ji-e5SEi^nfc»x 

;l/-^3i^Xi:^M^-li:S©P§^A,TV^ 0 ^?ic$f i; Li/^mW-fc^T 



(9) 2003-50841 5 

i^b^ ^mmmmm^^m^^mmmic^'r^^^ts, mis 

[0 0 0 8] 

h i/ r - >-a ^ 7 >v- y *&ts ? > F ^ ^ - ^ 7 y ox* x fc^tySfc* 

sij*^A,-e^So i$c nmm. mm. mmy.^T^)^- 

[0 0 0 9] 



(10) 2003-5084 1 5 

[0 0 10] 

/DX^^7>^> (PGE 2 , PGD 2 . PGF 2 , PGh RtfffiOMiiffr&to) fcfc, fliflfi 



(11) ^2003-508415 

}^i«:ife^fe57Xt!U >^Xfn>f FZkmumi (XSAID) A^DX 

£ ?5 >^>^jS*RiW £ c t^<fc t) "T^rffrfJ lt v>£ i: ^ ? £ o r 
$ n§ S B^IMfg £ /^^iMtg^^c^ Ltf C £ % S IE?£«ic;k^T 

[0 0 1 l ] 

0 ynx^y^>v ? >'G/H'a-s5crg'l4^-r^>^ (PGHS) «\ 77+KyK*x 
> F^;l/^v'FPGG 2 &C^IU ^tCPGHztC^ftp-TS (20<DJgjS*^— glut"? 

fT^n^>) o PGiLJi, utOic^ox^^y^^y^- 1? (pge 2 >->£— 

-tr\ PGD 2 t?H0 (c<kot^?tlTha>Wy, TXA 2 ^tyg^O 

T2^iJi ^nx^^y^X PGE 2 , PGD 2 , PGF 2 , PGh ^^fiTT £ c ^l©Pg 

(pghs) yDX^^7y^>M^fSt§«^§o Zrtimre* pghs 

NSAID (77lf'JX T-fe h ^ 7 7 x >f ^/d 7 x V. tyD+-t> 

?%m(D^m(Dm7-£>m%}-?%>z>o znzizit, ifiBf, camp, n/ot- 

src^tt^bRtf-r>^— n^ + >lXtt2^fn, f^T^fflflSPGHSJStt 
[0 0 12] 



(12) ^« 2003-508415 

itofc tTi»^Ti»ii^n§o cox-i£cox-2*\ s^s^af^ffl 

[0 0 13] 

tSClt^tS, Hot, ^fgB^ii, C0X-lX«COX-2cD^'I4^}l^^J^Pl^-r 
a^3£}SI4^r^-rsc ^tffrfrSo 7/1/— yx.+XOT> YisT— Xt&to ( 



(13) Wm2 003-5 0 84 1 5 

y^mvafrzmiRzn, cox, ttf%^<tecox-2(Dr£'&%:m$Rmcmm-tz>o m 

X-2/C0X-li:t^2:i~^j25:iT$)§7;I/— ^x^X^f^cl i:*^^ LV\ 
^SSSIi^4o(/^T«, ^/Vh^xU— ^X^C0X-2/C0X-litfi^4.6:i-e&D, 

tltl,^ C0X-2^PflS^iJOCe 1 ebrex C^igHD i^tl^W 
[0 0 14] 

o ^/i, 2^_tc>7;i/-^3i+x^aty#^/-9-^u^>'bt^[g^n^o tm. 

IC X o T , C0X-2#^PSSi£t££: & £ ^ ? Ce 1 eberx Jft^^»J 
tDCOX-2/COX-l|3flS^ttl:b^7.0-??^^) £ ^=bfrofc 0 

$fjlHM«^$5V^T«, *itWJ^>htt, ^0.1% -^99%. 
L < «^5%~^]95%. MS L < {±^]10%~^J90%, b < M30%~^9 

±~?mm-£ titer > h ->t— y^y^~- 7x+x, k->t— 

>"a"Wffifc^X «fc o T#x. 3 cl £ #7? # 5 o 

<fcM$5 mg~^100 mg. M^^f * L < &$J20 mg~3$70 rag0^7>h'>7->% 



(14) ft&2 0 0 3-5 0 8 4 1 5 

^■mmma^f v * > f t±> m-mmcotri^&^m^cDm^m. 1 %~^j9 

9%. $f ^ L < fi^5%~^95%, I11:L< Ml0%~^90%. M^$?£L<&^ 
[0 0 15] 

— . X^'J, ^3— ^^U— . 7Jls— ^U— , Xhn^'J- X^>^U— , # 

x. § i6 (D r > f >-t - > <Dmm mm l t t >s 0 

[0 0 16] 



(15) #a 2003-508415 

[0 0 17] 
CYb 11 




[0 0 18] 

C0i*», 3. 4. 5. 7. 3' X«5' i:mi:Fn*v/IXtt^h^'> 

lamznft^o u^l**^, y>h^T->«, ±ie^«i©iB«frT*i9 

-?> o 



(16) #^2 0 0 3-5 0 8 4 1 5 

(DVami t¥ k: <fc o t ^ 2 n s » 

[0 0 19] 

7^-z/y s s*y-*?z/^ y^7iO-;W ^'J^A 

*?;l7jy, ->*^U^ *ti6©^'J3->Km Rtf* 

MWfcfc^Ttt. r>h'>T-v«, s/T-s», T;i/es», ^ 

#fSHJ!fcJ\ NSAID©£ 5 &Si&fiJfflT£SCOX|fi£FSI<fc fcStanSo 

n«o tot, r>h^r-v*^«ffl*"9-^ ,, J^>^* , s^*^s«^fc 

«U PIJ1 ( 1TGU ) WeCOX-l<DlfflSt±Si:A,if*<. *5 ; e?)<g'Jf / Fffl5bM / >i" 

[0 0 2 0] 

B. T>hi/7=-><D#l&Jj& 

gPfcl:, tfRfcT. #ffl#frai5,817,354^; ^5,200,186^; HUig5,912,363^; 

151^4,211,577^; pig4,302,2oo#u:i5«^nTi/^ (^n^nofjjfflwofa* 

^ffl#|^5,817,354^^ti. ^OJ^H^^:^W^0»^7^^/-r H 



(17) ^2003-5084 1 5 

*v-r Kia^wflg*^ e<d& ? i^mmm^ u^^mm^ta:^ < , chandr 

a?> (J. Agric. Food Chem., 1062-64, Vol. 41, No. 7(1993)) tC«T>h^T 

j&«jEsa» b t x z y £ nt i ^ o 

[0 0 2 1] 

*H#fFfi5,912,363^C«. iWW^^/V h>'7->'^iHit§ 
^B#fFlg4,211,577^te. T«fflWLT»tl^§7> h~> 

46 k — t ^ * * igifc-eflas-r s c t? f? s (Tyh^yA^^o^^- 
M 7 ~> ;l/S£*rT S^^ftfeJRtt^S'P^JW* nfc&i&K <fc 0 n 

[0 0 2 2] 



(18) 



i-m 2003-5084 1 5 



*m&f?WZ4 , 302 , 200^ K « % 72/ b 1/7 ^Mj^Sfiit^-Y 

Wkit&ffSOi T*'pr& < i: & 10, 000 ppmSCi$^2n3305HXFtycMM£-&3 C £ 
f £ £ *) 5^M» t>7> Vi/7 2> jj&mzw. £ tlT ^ 3 o 
*a#l^3, 963, 700^ tcii, iB5ttr;l/*y— ;HAaiK:^i/^TfB5i67jc|R* 

%7 >hts7 zm<Dyj&*M&Lrco 

s^tMts, 73^{-«, iaoJi<07^^y-rFis*-&wraJS?s*RB^5 

[0 0 2 3] 

Rgn^iSJBlo^^E^ti. b < raioo,ooo~,ftn .ooo.ooooSBiwc&s 
M^#tcT^h^T->ffc^«#WT§m^^ttffi?*10miIbT3i^X 



(19) #^2 003-5084 1 5 

zsT-xt&m %&<^h,r£jL*x (mm *mz>£t$>icsvis?mBftmm 

[0 0 2 4] 

mm*, m^mm, x^u->. tvx, x^^^^^-^D^a^^^^^ 

^U/^UD-hU^k ttiJi-f^XMX PVDFXiiffi^jS^U^TO 

^zo.ooo^i/bv—^jaoo.ooo^i/h^, £?i;L<ra2oo,ooo^>h 

[0 0 2 5] 

Rgft5j&fcJu JKjO.5~2.5MPa (5-25 bar) (Dj±t>T-?m0 o C~m80 e C<DUmT* 



(20) i^2 00 3-5 08 4 1 5 

[0 0 2 6] 

I£@jg«:, f$3~7MPa (30—70 bar) (Dj±^T«0°C~^80°C(D^JgTtf 3 C 

iciz. mmmmcDft^mm.ftiz, ^^K^f^^i.ooo-^jio.ooo^iSH^i. 

^^L<«^2,000-e^?)o 
MLfc^Tb^M^n^ilB-, NaCH^f^90% J; D^l/^rSjlM^ffl^-a- 



(21) 00 3-5084 1 5 

[0 0 2 7] 

mm&mttm^zm^ unmn^mm^mt, ±x7U-iitMbt 

[0 0 2 8] 



(22) 0 0 3-5 0 84 1 5 

[0 0 2 9] 

TV—, ^-^-^D7h^77^-, 77^-f^-^n7h^77^- 

h^T-r — % X-^-^UfYA;b7D-^ovh777^- 
|(D^D7h^77^-»5Li:^T't§ (^n-7b^77^-¥MS 
ico^T&Freifelder, ^M^it¥(D^it¥ £ft^W¥^<DJ&m , 2nd ed. . W 



(23) fta 2003-5084 1 5 

m. Freeman & Co., — j- — 3 — ^ , N.Y. , 1982£r#8g£ tlfcV>) Q 
[0 0 3 0] 

^07h^77Y-fciI^07f^77^- (TLC) 
>r;V ^ n V h ^ 7 -f — t?S §„ 

[0 0 3 1 ] 

v^nt^so-e, *m%(Dftmmffimmtm7L<E>n%o nut, zmw^h 
7 * —<Dm&&^-?z>£i\ wmc u#s £t*> icm—mic i,wzwim(D&m 

WMX ^ U — *o < § C £ fc £ D ¥I*Mti^n5 0 %St#J^S£«fe L feSfe, t— 
7°£:SXDRfc#, D7 h ^7 7 ^ - t05lO J: 9 § 0 



(24) 



ft B. 2003-5084 1 5 



Petri <o (1994) Iz fcT ;1/^<U — :n^Xfr£ (D7 > b ->r — >OTLC^IEii^ tlT^ 



[0 0 3 2] 

jfsi4a'9-'rxoi^?*^«i-raofc$*at,©t±«:i/>o Assurer 



(25) ^2003-50841 5 

> f+xf7x r^fo-zxtt^UT^y^rs ra?), *fcisjft hurras 

[0 0 3 3] 

^OTtiCS* i£ t A, if^r^R L^Ctfra i£3ft lib A, ftM 

m^T W1£tHI£fc:<fc&HPLC^m> >\y^>Xtem<D'r>\s*i3 u >mmfo. 7DU 
R^§l<D7yh^7-><7)J:9^77^/^ FI8l*W^*rSfcJ6Jcffl 
1/^nTl/^CPaganga & Rice-Evans, FEBS Lett. 401(1)178-82, 1997) c i^fflh* 
PLC&JlB&fi. 12C)T>b^r->cD^if^^SM^IB«g^tlTl/^ (Petri?, 
, Acta Pharm. Hung. 64(4) 117-122, 1994) 0 ^rjV^^-^it^^} t>Laires 
^oTHa^^nfcHPLC^fflV^TBSM-rSC^^-e^S (Food Chem. Toxicol., 
31(12) 989-994, 1993) 0 #T#I£: 7 ^ 4V KtH*5Sffil»l/i£-r 30^0 <fc 9 

[0 0 3 4] 



(26) ft$ 2003-50841. 5 

±m<D^&&m^TfrMt£tl&7>hz>'T-><Dmigte. Saitoh (Phytochemi 
stry 41(6) 1613-1620, 1996; Phytochemistry 43(6), 1365-1370, 1996); Take 
da£(Phytochemistry 36(3) 613-616, 1994)&c!E«c2*lT^3RaX^ hJl^t 
NMRX^ h)\s%^J&-tZ>ZL tic <£ K> IH5£U#£ o NMR&te, Terahara?>(B 
ioSci. Biotech. Biochem., 58(7) 1324-1325, 1994); Nerdal £ (Acta Chem. Sc 
and. 46(9) 872-876, 1992) icMM'ZtlTl^&o Johansen?) (Phytochemistry 30( 
12)4137-4141, 1991)^2:. 7 > h f7 — XD^m^fc^K^ ^y^mmm, 'J> 

r ->it^<Dm%z<Drc&bicit¥ftm. zu-?W7 7^-^uzfim£. mem 

[0 0 3 5] 

d. mmm^msct^m 

ctCT^ntt^o ^o^x^cox-i^'ii^DM^tccox^^PfiS 
i ^ ^ t? mm &nsa i d k m b r m. ftfc ixwvt) £r ^ 0 cn^fD^xa^m 



(27) 2003-5084 1 5 

cox-D/i5= (cox-2)<Dkt<DWLm-£m'?zL£tf-ezz>o ttmicm L^m^^t. m 
wmiz^ncDT^v^^i±ic&mfc-&-tf%:\s\ mmmiz, cox-i^cox-2 
mm^mmicmm-r^o ttm^m-e^^m^i^^ mwmizcox-immcm$RM 

[0 0 3 6] 

MR14&> ^Xfn- ;l/SrL^»J(NSAID)^$5l^TS^^^MTfe^o NSAIDfc 
tt*V l%^fu^Mig|3^c^ GIf 

icGiwicm^i±^z&m]&u^&z£imm-v&z>o mrnti^T. Gm-ecox- 
mmiz x o T^m.-£nfe7u x * 9 s ? >^><ofi«. ie^x^gi p^^^t-r 

7 - *j » «cox-2^*^^ i^/i/-eg§#£ ns ^mcmm $ cox-i t> 

jf+v' K tf-lR^-27-T V-9VA<D^fflte, *{£lft&x^XftWU%r£ 



(28) #S 2003-508 4 1 5 

[0 0 3 7] 

tot, P<i*^^3i^XcDC0X-2|S$?gtt«, — «SWJc«(a)C0X-25^ay— 

C0X-2r£'|4«, C0X-2£D^^ny— Affi&Hft, 0J3.fcr % (5—10 mg*>v^ ft/ml 
imW*)^! ttc 0»§ c ii^Tt So C0X-2##r«u IE«3 
nTt^SOz iSW^^r-^— 'r§ili:^J:f9 37 0 CTiT^nS(DeWitt? )> Am. J. 
Med. 95(2A)40S-44S, 1993; Arch. Biochem. Biophys. 306(1) 96-102, 1993) 

mfflti. l7^y^;l/<OT^*F>&/5*D«^{fcT&3 (±lBDeWitt£, 1993) 0 
$/c, C0X-2<Dr£14&, C0X-2^<D^<DES%. 0J*fcf, ijH^n7hy 7 7^ 

iittc^DiJ^tSut^tSo C0X-2?S't4«J^-r§f»73?*a, SK^fift 

— ifrS'tt, ffifflLfcOz/mg'>^n^'>y^— lf/min; rngMWrng^^U 

* * 7^— tr/min ; ji C i jg£ L rcmMt&WffiMWmgis >7 uttl/f-r— tf /mi 
n; ^Ciffifflbfci»S*eifflli7'^4 i FVHWmg^^n^^y^— If /mint LT 

CO 0 3 8] 

^}^ipLTv^i/^^ny-A1ln a n ^cox-2^'I4^}IiJ^x^fi-r§o ^tc, M 



(29) Wmz 00 3-50841 5 

COXrS'li&m? &m(Dmmftk MZ.t£. TX¥V>, ^^D7x>, Celebre 

^K>i?cD^ffc^LW£'>«:. £fc20%~40%©C0X-2?£14l^;l/<D 
[0 0 3 9] 

JRK ili?nT^50TM(c fiS*?nftv> 0 #f!H*ffl tffc: n§7 
^x4^X OC0X-2PM^*^-T 57>h^7->^77^7^ Kft^fej 
tftn&fflt&to%:£. U & «t ^ ^S»^{£rtTMic0grr 3 £ £ 3 d £ 

fc^T#«o iid ±iao<ta^^«fT*^^nfccox-2Pfl^jofti^f^ffl 



(30) #^2 003-5084 1 5 

[0 0 4 0] 

A/B/A B/A/B B/B/A A/A/B A/B/B B/A/A A/B/B/B B/A/B/B 
B/B/B/A B/B/A/B A/A/B/B A/B/A/B A/B/B/A B/B/A/A 
B/A/B/A B/A/A/B A/A/A/B B/A/A/A A/B/A/A A/A/B/A 
[0 0 4 1] 



(31) #S 2003-5084 1 5 

7°n^ x >, ^-7 B n^-tr>. 7x/yi/y, ^tyns/», T 

[0 0 4 2] 

F. M 



(32) #^2003-5084 1 5 

[0 0 4 3] 

, 3$S»k Slimfast(mtMI\ Boost (Mi^) 

m xte^x-ym^wimxtemvmtmmtt^tsz. £&t*z & 0 ^mMiz, m. 
§ «»*fw# iHtt-r § o y u h (D ftmm t mm m m l t ^ 5 siap 

©Hfl^i N 00*.^ *SWF^5, 902,797^; [1)^5,834,048^; [sj^g5 ,817 , 350 
#1 1^5,792,461^; IsI^5,707,657^S.O : |5|^5,656,312^tcM§C 

[0 0 4 4] 

t. n-3 n-Q(ommm(oi:tmmm<Dmmx k> mm-c <i£tft>fr^rc 

o Boudreau MD5, K >^?.<7)J:-f u^S* K^figOWlMfcfc^Sn- 

3tn-6JiiJffi^©— ^J±©^an-3fliJI&KJCj;SfflSJS^<D^|^jl Am. J. Clin. Nu 

tr. 54:111-117(1991)0 ^Mfliflsna, >bmMmo}mm^&&%k(Dffimcm&-? 

o Mile, ftgE^iaflEjW^StU ffeffi^l#jEcLTLS5o 



(33) ^2 0 0 3-5 0 8 4 1 5' 

&n&Rl£-?$><D-?&& (Purvis, J.R., >X V >Wt&!mffiHlcj3lf& 

m^imikm^m^n^^mn^^^iy^L,m^tm^(Dmm-: Archives of 

Family Medicine 3: 503-508 (1994) 0 
[0 0 4 5] 

m%mmu%%o iiic^fLTffiw^-r^TtsoD (x-zw+^f^x^^ 
— tr) , m^r^immmM^^mm^mft-^nm^o hdl 

'Jt^^^D £LDL (M'Jt^y/^I) <Djim^>X;H#£fc46 
p< > htf±m-£ft%> <£ 5 ^RDA^fr-f ftHc33~75%-efc3 0 

m-?2>o tfD K4^>> (tr^ = >B6) ^^m5nt3^^^> (l£^>B12) O 

it«\ ^n^'n^ioo^u-efe&o cn^oe^^^tj;. ?t&^jsi4T^y^ 

^^x^^>(OU^;^W§tgX7^^oT^fliifiiTOtg^l!i<o ^^tbtc^o 

[0 0 4 6] 

jgte, e^vc. tf^^Bi % st^tf^^^Et'i^^^o tr* 

75> (tdp) w\<\t^(D^)v^-^com^'Z<m^mm-v^>^o *m 



(34) #^2 003-508415 

^BjfJV^^^-/ W+'> H^Xi^-e (Mn-SOD) ©igttffctc&ttS 

#«ffiw«<D ^ f n > f u rmft-vcom— <DftmBm~e $> d> ^ot^hn 

[0 0 4 7] 

5>C, tf^ = >E> «j3j?77lf>, t^7^>X t>f7S/^7 5 h\ ^>Ft"> 
<D <fc 5 & ^ * ^ ;U fc^tf 5 ft 3 c ft £ fc: KS^ $ ft * V \, 



(35) Wm2 0 0 3-5 0 8 4 1 5 

mft<D&-vn&irt£ti%m&> ^mMo^mmm^mt, ^^-ycoxom*m 
, $zmM, mmftk mmnu &m<t#L y.immmcm.^mcommm^mt 

[0 0 4 8] 

W&fciEtU $J0.1%~#J99%. L< (4^130 %~&J90%<DT>' hi/T— >^ 

> #7-tr;K +>— ^ V^CftftKLTtHftfcLTt)) ti % mi rag~^500 mgO 
^7ybi/7-X £?2;L<te&J5 mg~^100 mg, WlcKS. L < mg~^J7 
0 mgCD^T> hi/7^>^tt§„ ^$f*LV^MJC*5V^T{±. ^]50 mgO 

o 

, 7>b>'7->'tt, v'T— ^;l/lf^>, ^;/-^>\ -rJl< 

■So 

[0 0 4 9] 

WfUfcii* C0XPflSrg'I4^#^^, 4ftrtT?7^Un> 
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Mm%, ^;Hfi<J- m^X^r^— \yx^XtD$jl~$j49Mg%> Rt/HVl/ 

« v Jl^X^, 3$90%~^98% L< «^]96%) <D3L)\s$'—^)—3L* 

X, &J1~^5% (H^£?i:L< «^J2%) cD^xU— 3i^FX (fc?2;L<te^;l/h 
fx'J-) , &J1%~^5% (Hfcl£?3;L< «$J2%) <Dl£ ;W<>; -o^X^-aTo 

^ >-3- n h\ i/7— is y-3-V- ~> 7 — >-3 , 5- ^ n 
[0 0 5 0] 

<D'>&< t$>W90nm%*^A.~?^Z>o i/T— h ^x U — :n^X>£ 
\UiJ£-$%±TZsY isT-XDftlZ L < te&J95REM%. mm £ L < immVw. 

f-y^F^v— ->r— ^v-s-^^ys/F^vi — x, ->t— ^>-3-;v^- 

7 F\ v^-3-^3 F\ v;l/t£ >>>-3-#^ 9 YisYh \^XU^t^> 

a ^^v^-S-^rni/F, ^-i;>-3-^7^h^Ftlt 

^ffi-r^>= i/T=-i?Z/^ ^y~>>>\ mSTJls? J -i?Zste, 3-^l/3^Fi:3- 
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[0 0 5 1] 



mm 






wt. % 






75% 




3% 


i 




18% 






4% 






100% 








?L/vys< y — 




42% 






43% 




v-T^v^V-3, K 


2% 






9% 






4% 






100% 










-xVt-tfi^-3-T 7 tV > K 


8% 






7% 




v;y^v?y-3-^7^ hv-K 


3% 




v?>-3-^n >- K 


15% 




-<^^V-3-^9^ h-yK 


2% 




i/T ^ V-3-^/V ^ K 


11% 




i/T^v^V-3-^/^^ hi/K 


8% 






5% 




^^^i^v-3-^/^^ hv^K 


12% 






12% 




y*/V~7^ ^i^V-3-^f9^ hi/ K 


11% 




^91 


6% 



[0 0 5 2] 

g. mmm 



(38) 
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[0 0 5 3] 

iii i 

200,000^ilK^W-r^PS^6^->y htCj;oT^j38 0 C^tD^-C^^ 
b/co UFn.~<y b^fFU M»S«Saia^T0.5%*^WLfco 
^(Dik, UFn- >y h*^C)MM^^4,OOO^WIK^^jt-^B5l^ffll/^T^ 

<5> o 

[0 0 5 4] 

HfiS^iJ 2 

38.8 kg<D*;l/b^:cU— fr^^/Vy^/Vy ^1^X^-^X19.3 kgOJH 
H-^18.6 kgtD^r— ^^rtffco pH ^3.30^^1770— 1950 g/rainOM, lMPa 
(10 bar) OJ±7^3. 3i®OF^O»ft|cD29 0 Cfr <D-7.8°C (18° F) <D 

mnzmmi*. ioo,ooo#?s c^vi/h» E^AW^^nrcPVDFa^m^ 

0.3%%WT33.49 kgCDMfgyaM&MtbrZo ?SM^^r4MPa (40 bar) <D7 

■<— FHE> S$J<O1290 g/min~**D<D1380 g/min£>fSH(DSiBI. Xn-trXO!^ 



(39) 
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^C24 0 CT^oirX£D^7^iC5°C (41 F) ©SSre^V ^>WWSSS\C^fz 0 
72.4 kg07j<tDv ? ^^;l/hU— h^fjV^Co 

4,ooo^S (^;i/h» E5^Wrs^'; T-;i^x;i/^>M^fflv>rc 0 51 
tZI^M^rPCI^ >^*^>>'XT-AX>P>^p c &^ I ES404i: UtA^UISo 

fi@^^-e2%^rWr § 1 17 kgtD?l^^[eliR b/to 
^^3g-r^.fc46{C, {^^W^^-fc^ 79 gc^^^X h U VMlOOfc 

iia l . t# 5 n^^ti^ apsi am 1 4o°c Tttinsnf *^i9ot: (omm&mm 

[0 0 5 5] 

mmm 3 

"7 ^:n^X CDC0X-2 1 COX-1 PtSrg'IM J:b$£ 

^HfTLi/^b^U^A^ (15 g/100 mlH@7k) £rO< ^ SI}£it#<Dl& 
[0 0 5 6] 

7DX^^7^>M+7 C0X-l^t|5l«^^T^/f^^ 

b/co tStbta, 37°ClC\ftr3U&>rc20 mlOlOO mMHJX|§«7£ ("7— 

7-*y^7 7 7- ^r»b7c 0 T^F>*^:r;Wc5u>l<D0.1 NaOH^r 
«IU S2j$Lfc 0 0.43 ml^7]<^»L. ^tD}^^M^b7c 0 M^^X 
OSS^fiD, 7-*>^^777-C0.1 g/mlO«£m^c^?L7co ^y7 



(40) '^m2 003-508415 

&o wmtLTte, m^fcmx^^f^i^^—^—yu— mat. ^^ic-> 

V Wlc&tifrZ tifc±mnfr %=3-^y> ^600 \i 1 <DV — ^ S y ~y r — L 
Xfi?&3|RimRr58Atl©T^^rF>iljSi«*aALfco ^MUM^rnVfc^ 

[0 0 5 7] 



311 C0X-l£C0X-2<DIC50<i&tfJ±?g'l4 



1 

! m\ 


C0X-1 IC50 


COX-2 IC50 




i — 

1 

try v 


1/20, 000 


1/10, 000 


0.5 




1/20, 000 


am 


NA 




1/5, 000 


1/23, 000 


4.6 




1/2, 500 




NA 


771/ -7" S >^/U — - < ]) — 


»1/1,000 


1/10, 000 


NA 




1/2,000 


1/15, 000 


7.5 




1/3, 000 


1/23, 000 


10. 1 


^ — h y h7irP7f x y — 


1/20, 000 




NA 




1/4, 000 


1/28, 000 


7 




1/3, 500 


1/22, 000 


6. 3 


^ x tvw< y — 


1/12, 000 


1/15, 000 


1.25 



[0 0 5 8] 

^2 -trlx^U-y ^Xtc*BM-rSC0X-2O^j^ 



(41) ft£2 0 0 3-5 0 8 4 1*5 



1 , 

i 


COX-2 


aw 


| 


1/15,000 


54% 




1/23, 000 


82% 




1/10, 000 


36% 




1/23, 000 


82% 




1/22, 000 


78% 




1/28, 000 


100% 



[0 0 5 9] 

^"e^So COX-l ^C0X-2^73^^SJStCOV^T6WiCD^-^S^I/i£^Jt^ 
o Xtt^JKJSA^e>OPG-f2aO^S^^«fJi:J;t)^S-rSo UTOP 

Tsmo*^sjiSfcfettspG-f2a*(t!ii!»)3&3?m-rso fpiuia^jw^ 

COX-i t C0X-2comMit^r>^ *-jz'?(D$r-3L;]sZ^W±frz>X^ L & 

^e>cox-m^affi Lfeo i&/J«?j1?s^i ,oooxg-eio^fSis>L>^L^:o 



(42) #12 00 3-5 08 4 1 5 

m*5mm<D50 mMhUXHCfflffi^ pH7.5^1gf§U 4°CT3x20#[ig^?£M5I 
b tzo l¥Mm%:5 , 000 x g V 1 Ofrffl&fofrm L fc c ±h1^&C 1 00 , 000 x gV60ftm 
js^Itbfco tfcMj (5^ny-A) %5 ml<D50 raMhUXHCl^®^ pH7.5 
Kill/, -80°CT200/ilOTUn— h^ifMb^o £<D®5^C0X-lIffg}fi£: L 

[0 0 6 0] 

COX-ZcDNA^rWr^.lI^^/^in'j/^^X^^^^fcM^W (Sf9) fr6 
ffl^^t: hC0X-2^^f#/t o M^i:LTti, Sf9« (1X107) *75 cm' *gg£ 
mm7^XZ2tp(D20 mlO)TNF-FH^ig%tcJSabrCo SM^lI^tt^^/co 

m^B^u ^m/^io^ii^^^^^x^^jt-s^ici^v-xttiitt^ 

iPL/co «^72BfP^MLT^5I£-£fco 500xg-ei0^jS^iS^ J; D*fflJ& 
JtMtbfco M^. »£rl ml<D50 mMhUXHCK pH7.5^ffi»« U 0 o C"e3 
xi0#r^^5aJIb/c o sfc^S?*— b^5,000XgT-5#P^®#^[o]$E$^-TW 
f7U»£Lfto ±?f^-80 o CT200/il(7)7Ur3-btcif/itbfCo 
®^C0X-2l#f|}Jg£ LTffll^fCo 
[0 0 6 1] 

1. 3-f^>^-y77-: 0.1 M NaHCOa /Na, CO, , pH9.5 

2. ^*^^tff ( TEIA: ) mmm.: 0.9%NaCl&m).l%^>lfa?fT;l/:7;=> ( 
ELISAXteRIS^W— K) &^m~?Z>0A M KH 2 P0 4 /K 2 HP0 4 , pH7.5 

3. ^^\tmmm- EIA^tff^+X^n-X (5 g/100ml) 

4. 0.05% h — V20 

5. mm^mmmBLXsuMnmmmm- 50 mMhux-Hcu pH7.5 

6. PBS (U >mMm.m^M7\0 0.9%NaCl^^WT^10 mM KH 2 P0< /K 2 HPO, , pH7 
.5 

7. 7nr^« 1 mg/ml PBS 

(a)100 fiiyor-OAMMig.Q ml3-f^>^^777-tC^pL, 

^Wc^iu^faE^-nr^) ; (c)^ix-b;&^T4~5!^x&37 0 c-?2~3 



(43) 0 0 3-5 0 8 4 1 5 

^fflXtt4t?- Bfcl? j£ U ; (d) 100 /i 1 <OEIA«8Rft*«.^ x ;Wc ^ >y h T^A 

one &z>, fzMfttirw^fr&timLrco v x.MC7k*m£-r&m 

[0 0 6 2] 

1 mg/mlx.^/ — ;l> 
2.5 mg/mU ffl^rlSS 
3.2 mg/rak fflBfM 
50 mg/mlX^y— )V 
1 N 

5,000XJC#3^ N 50/il/^x;b^ffl 
2,000X^#|R, 100/il/^x;l/^ffl 

A. 1/ig/ral 

B. 20 fil A (1/ig/ml) + 980 fil 1,000 pg/50/zl 

C. 200 /il B + 1.8 ml ElkMWm 100 pg/50^il 

D. 200 fil C + 1.8 ml EIA^IK^ 10 pg/50/il 

[0 0 6 3] 



1. 77+K>K: 

2. ^y^nfU/- 

3. ^^ne>: 

4. SnCL : 

5. HC1 

6. K7;l/-IiW: 

7. C0X-l#^(±IHOMD): 

8. C0X-2^m(±ieoilD): 

9. PGF-2aixL^(^-f1#±) 

1 0 . PGF-2 a -HRP ( ^ >T If ±) 
^OPGF-2o*gHab/-Co 



(44) 



0 0 3-5 0 8 4 1 5 





R 
D 




D 




1 0 






! I 

; i.o 


\ o 






o r 


v. O 


1 

' 10 

1 






1.0 




1 90 




O 9 




0.8 


i 

1 50 




0 R 




0.5 


100 




1.0 






i 200 


0.2 






0.8 


| 500 


0. 5 






0.5 


j 1000 


1.0 









[0 0 6 4] 

rr^v^>m^mrc 0 ^n^ncom^ic^r, um^n^yyhtyr~y<D 

y - ;l/ ^ 0 . l % HC 1 fc: L o 
PGF-2 a ti7°nX£^ PM^ffi^lK^COX-l7b^«COX-2 ( 

^S/S^IHti^^^iCtf o/co (a)385/il£DMtK?S (50 mil h V X-HCh p 
H7.5)^IISiL. SO/iKD-TV^O^Uy-;!/, lO/iKD'^E^ntfV, 5/xKDSn 

ci 2 , Rzf5^icomMQ^mT^mm. ±ri'2cox-ix«cox-2^^$n 

^MiSTil^L; (b)455/z l£D?I^M(a)^40/i lcDPESM^i^H^WT^^ 
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XfC^AnU 37W5^m^>^^— h b; (d)30jil<DL\ HCifci&bnbiS^r 
S c £ «9 s/S*f?jt*-&; (e)30 ioim h y XJSOS^in-r & £ 2: X 'o * 
ftJbfco 
[0 0 6 5] 

^ft^frflf^Mii, »!RRlSte <fc o T£fi£ L fcPGF-2 a OS^iJ/g-T £ 7a ?£ 

— £;t;Mc:/n>y h b; (b)200^t l©^Mie?g-e2lH]^L, lot^D'y 
Mi (c)50^1<DPGF-2ala{#^«Ib; (d)50/il STD (PGF-2a) Xte±©lfil 
JKJSS^ (EIAMtir«50X^^SR bfc) ; (e)100/xl£DPGF-2a-HRP (EIAISW 

; (f)»£U •7°L--h^^-eiB$m[F!b; ( g )x^(b)^Djl-r^ ttc 
£^x;l^3[sl$:?#b; (h) 100 /i KDISIII^') x;WciiD I ; (Ofgfe 
oT3~30^HIIT-^ h b; (j)3>t£n.— £ ^96>>x;WUt 
Z^-fe-fU-^-^Ott, mfFI^mc^ (*U4 1 a7-f/W5'-X, Vmax 
iiJSfra^|V-r^n7 0 L— bU-^-) ; (k)30/il<DlN HCl^inLTKJ&&*S7 
(1)420 rmVWfflL*) \ (m)-r— **S5»"r &o 
(3)7-^^X^1/7 Fv'-Mcntf-U (b)1Sl*pPGF-2 a &^#r£Sm« 

tettSPGF-Za^UttJL; (d)^fflOM^^; (e) IC» C £lz£ D 

TSS^3tC^;"^" 0 
[0 0 6 6] 



(46) f£S 2003-508415 







(ml) 


Yi/T 
(mg/ml) 


i/T~ 
(mg/ml) 


i/T 
^i/ 


CPXF&S 


(%) 


I Cm 
(COXl) 

(/ig) 


(C0X2) 
(jug) 


I c. n 

(COXl) / 
IC 50 (COX2) 


A 


1. 33 


2. 1 


1. 53 


0.93 


61 


13.2 


10. 7 


1.2 


R 
u 


0. 15 


2. 0 


1.68 


0. 74 


44 


19. 2 


21. 4 


0.9 ; 


c 


0. 15 


2.0 


2.92 


1.36 


47 


8. 7 


8. 7 


1.0 


n 




1. 0 


0. 20 


0. 20 


100 


34. 4 


17. 5 


2.0 


E 


0. 15213 


1.0 


0. 17 


0.17 


100 


31. 5 


15. 8 


2.0 


r 


0 S0784 


1. 0 


0. 057 


0. 046 


80 


32.8 


23. 5 


1.4 














100 


100 


1 














8 


2 


4 














7 


1 


7 














10 


0.5 


20 



Afc*7 % <D 7 y V is 7 — S 40 % If ; V* U — fc^rf S^7l/ ( yhTfe5 

3 

E « 20 % ^ T > h T — VI? S 3 9 . 1 % O 31 ;l/ ^— ^'J-*ttt5^^U7 
Fti 1 5 % ft 7 y V *s 7 — > t? & £ 1 1 . 76 % <Dx;l/ # — ^ U — R Z$7 . 2 % i$7> h 
x ;l/ ^ U - <D 9 8 % 7 — v> V £ * O T* & 3 0 Vf;l/^y-<D23%# 
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« 

[0 0 6 7] 
[0 0 6 8] 





ic 50 cox-i 


IC 60 COX-2 








29 


22 


1.3 


10. 0% 




75 


57 


1.2 


7. 2% 




18 


14 


1.3 


21. 0% 




41 


34 


1.2 


2. 3% 




117 


97 


1.2 


13. 6% 




47 


35 


1.3 


17. 0% 


bf/w<y — (^3L— h7ry^R)* 


14 


10 


1.4 


10. 6% 


^/v h^-^y — 01-01a* 


250 


200 


1.3 


3. 48% 


Ji/l^ — < y —004^03* (23%CRR) 


25 


19 


1.3 


15. 06% 


xl/V?—^}) —004-04* (0%CRR) 


18 


14 


1.3 


20. 15% 




120 


80 


1.5 


n/a 












* y y^^X 


250 


150 


1.7 






200 


150 


1.3 






200 


250 


0.8 






200 


100 


2 






70 


60 


1.2 






110 


100 


1. 1 
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[0 0 6 9] 

^x+x^i fu^±^i -r 3 sgpj*^ -r t<DT^§o ^.titbit nucwmmm -e $> 

[0 0 7 0] 

S5 tfatmmmi 





2mmm 




9m% 












100 rag 


50 mg 


11. 277% 




100 rag 


50 mg 


11. 277% 




5.00 mg 


2. 50 rag 


0. 564% 












675. 00 rag 


337. 5 mg 


76. 121% 




4. 50 rag 


2.25 mg 


0. 507% 




2.25 rag 


1. 13 mg 


0. 254% 



[0 0 7 1] 

16 #0££eWJ2 



003-50841 5 







imam 






i 






J/ lis. i o /o / ^ r *s / — — y 


100 rag 


50 rag 11.855% 


-^tX, lle.lv/ /Q s ^ \ *S / 


1 \J\J nig 


50 rag ' 11.855% \ 

I 






2. 50 rag ; 0. 593% 


(*'>ft65 % #X ? i 


600. 00 rag 


300. 00 rag 


71.132 












25.00 rag 


12.50 rag 


2. 964% 




9.00 rag 


4. 50 rag 


1.067% 




4. 50 rag 


2. 25 rag | 0. 533% 



[0 0 7 2] 

17 mimwiM2 





2*mm 














(ft / >ffil3%T^ hi/Tsy) 


100 mg 


50 mg 


5. 905% 


5^3 — ^-^y — ^ 
^HIl0%T^ hv'T—^ 


100 rag 


50 rag 


5. 905% 


^/Hfx y — oi^r^ 


5.00 mg 


2. 50 rag 


0. 295% 










(*4H£65% X r> =c /i^) 


600. 00 rag 


300. 00 rag 


35. 430% 


(**Hltt5% v-' — A') 


500. 00 rag 


125. 00 rag 


29. 525% 












375. 00 rag 


93. 75 rag 


22. 143% 


^f7 y ^gg^^^^A 


9.00 rag 


2.25 mg 


0. 531% 




4. 50 mg 


1. 13 mg 


0. 266% 



[0 0 7 3] 
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tmic£vT%dmvT%rci)\ *$m<DWt&. nmRzsmm^ ^mmt^ctrj: 



* « 
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nan 



Ft 6. i 



} 




[ 



& 



r 



i 
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IS] 



INTERNATIONAL SEARCH REPORT 



Inter to! Application Ho 

PCT/US 0O/234e3 



A. CLASSIFICATION OF SLBJECT MATTER 

IPC 7 A23L1/30 A61K35/78 C07H17/065 




Accondrvg to 


Wem*tk>r»l R«tent CtaasiScsfon (IPC) or to both national ctes*fieaik>n and IPC 




B. FIELDS SEARCHED 


Minimum do 

IPC 7 


cumerttaJkm searched t classification oystom foaowad by cfeeesficario 

A23L A61K C07H B010 


n cymbals) 




Da cu mentation searched otier than minim ;*T) doajmenlation to the extent thai sjch docur.e«s are inckided si tho SeJrfs sea-chad 
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